. Table summarizing 
I. Experimental procedures

Synthesis of the FITC-doped silica nanoparticles (SNP)
FITC-APTES conjugate was synthesized by reacting FITC (12.3 g, 0.032 mmol) and APTES (70 mg, 0.32 mmol) in ethanol (1 ml) for 18 h at room temperature in the dark to avoid photo-bleaching. A water/oil microemulsion was prepared by stirring a mixture of cyclohexane (7.7 ml), Triton ® X-100 (1.77 g), n-hexanol (1.6 ml), and DI water (0.34 ml) in a 50 ml round bottom flask for 20 minutes. The fluorescent core was formed by polymerizing the FITC-APTES conjugate (100 µl) using 30% NH 4 OH (200 µl) and stirring the mixture for 6 h. TEOS (200 µl) was added and the mixture was stirred for 18 h. The surface of the NPs was decorated with amino groups by adding APTES (50 µl) and 30% NH 4 OH (50 µl) and stirring the mixture for 6 h. THPMP (20 µl) was added and the mixture was stirred for 18 h. The SNPs were precipitated by adding ethanol (50 ml) and collected by centrifugation. The nanoparticles were repeatedly washed and centrifuged with ethanol (5 x 30 ml) and water (3 x 30 ml). The washing steps were associated with sonication to remove any adsorbed FITC. SNP (45 mg) was produced, and its fluorescence properties assessed by UV-vis and fluorescence spectroscopy.
Synthesis of HA-SNP
HA (31 kDa) (50 mg) in its acid form, was dissolved in dd water (3ml) by sonication followed by the dropwise addition of acetonitrile (2 ml). NMM (15 µl) was added and the solution was cooled to 4 o C in an ice bath. CDMT (15 mg) was added and the mixture was stirred at room temperature for 2 h to activate the carboxylic acid groups on HA. SNP (15 mg) was added and the mixture was stirred at room temperature for 72 h. The pH was then adjusted to 7
using Amberlite H + . The mixture was filtered and diluted by adding dd water and purified by ultrafiltration (MWCO 100,000) to remove the excess starting material and side products. HA- SNP (55 mg) was collected with its fluorescence properties assessed by UV-vis and fluorescence spectroscopy.
Synthesis of DOX-HA-SNP
To a solution of FITC-doped HA-SNP (15 mg) dispersed in dd water (10 ml) was added ADH (75 mg), and the pH was adjusted to 4.5-5 by the addition of 0.1 N aqueous HCl solution.
EDCI (2 mg) was added and the solution was stirred at room temperature for 4 h during which the pH was maintained between 4.5 and 5. The pH was then adjusted to 7 using 0.1 N aqueous NaOH solution. The ADH-functionalized HA-coated nanoparticles (ADH-HA-SNP) were collected by centrifugation and washed with dd water (5 times) to remove the undesired reagents.
After the final wash, the nanoparticles were resuspended in 0.1 M acetate buffer (pH 6.0, 5 ml) and sonicated for 30 minutes. DOX (3 mg), dissolved in the same acetate buffer (3 ml), was added and the solution was stirred at room temperature for 48 hours in the dark. The FluoView 1000 LSM confocal microscope.
Kinetics of HA-SNP uptake by flow Cytometry
SKOV-3 cells (2 x 10 5 cells/well) were allowed to attach in a 24-well plate overnight at 37 o C and 5% CO 2 . The cells were washed twice with PBS, and HA-SNP were added (working concentration: HA-SNP: 42 µg/ml; 1 ml) in serum-free DMEM were added. The plate was incubated for desired time at 37 o C and 5% CO 2 . The cells were then washed with PBS (3 times) and trypsinized with 0.25% trypsin-EDTA (0.5 ml/well). Trypsin was neutralized with serumcontaining DMEM (5 times), and the cells were collected by centrifugation (2500 rpm; 4 o C).
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The cells were resuspended in serum-containing DMEM (300 µl) and transferred to FACS tubes.
The cells were stored on ice till the time of FACS analysis.
Determination of cellular uptake of SNP by flow cytometry
SKOV-3 cells (2 x 10 5 cells/well) were allowed to attach in a 24-well plate overnight at 37 o C and 5% CO 2 . The cells were washed twice with PBS, and nanoparticles of equivalent fluorescence were added (working concentration: SNP: 27 µg/ml; HA-SNP: 104 µg/ml) in serum-free DMEM were added. The plate was incubated for 18 h at 37 o C and 5% CO 2 . The cells were then washed with PBS (3 times) and trypsinized with 0.25% trypsin-EDTA (1 ml).
Trypsin was neutralized with serum-containing DMEM (5 times), and the cells were collected by centrifugation (2500 rpm; 4 o C). The cells were resuspended in serum-containing DMEM (300 µl) and transferred to FACS tubes. The cells were stored on ice till the time of FACS analysis.
Propidium iodide (PI) (100 µg/ml, 3.3 µl) was added at the time of analysis. Some cells were incubated with β-cylcodextrin (5 mM, 1ml) in serum-free medium for 1 h.
Energy-dependent uptake of HA-SNP
SKOV-3 cells (2 x10
Other cells received serum-free medium (1ml). HA-SNP (1.7 mg/ml; 10 µl) was then added to all cells (except negative control well), and the plates were incubated at 37 o C for 2 h. The cells were washed with PBS, collected using trypsin (300 µl/well), and washed with serum-containing medium. The cells were finally suspended in serum-containing DMEM, transferred to FACS tubes, and stored on ice till analysis time. Propidium iodide (PI) (10 0 µg/ml, 4 µl/tube) was added right before analysis.
In vitro release of DOX from DOX-HA-SNP
Equal amounts of lyophilized DOX-HA-SNP (0.45 mg) were suspended in PBS (pH 7.4) or PBS (pH 4.5) to a final volume of 1 ml. At specific time points, the tubes were centrifuged. Table S1 . Summary of the hydrodynamic radii, polydispersity indices (PDI), zeta potentials, and TGA data for SNP, HA-SNP, and DOX-HA-SNP. ND: not determined. The TGA data was not collected for DOX-HA-SNP due to the small weight change from DOX immobilization (0.6% w-DOX/w-NP by UV-vis). show up in the spectrum of DOX-HA-SNP due to the suppression of the water peak. The NMR spectra were used to confirm the successful conjugation of DOX onto NPs. An accurate quantification of DOX loading on NPs was assessed from UV-vis absorbance spectra which indicated 0.6% loading (w-DOX/w-NP). 
